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AB Title compds. I [R = (hetero) aryl, heterocycloalkyl, alkyl, carboxamido, 
etc.; X = alkyl, S(0)2; Y = bond, CO, CS, alkyl, amido, etc.; M = C, N; 
Z = alkyl, S02, CO, carboxamido; R = 5-6 meinbered heteroaryl, alkyl, 
aryl, etc.; R = alkyl, QH, alkoxy, F, etc.; n, p, q = 1-3; with some 
provisions] were prepd. For instance, 2,5-dimethylpiperazine was 
alkylated with 2-bromoben2aldehyde {CH2C12, NaHB(0Ac)3) and subsequently 
acylated with N-Boc-isonipecotic acid (CH2C12, PyBOP, i-Pr2NEt) . The 
resulting intermediate was deprotected and reductively alkylated with 
pyridine- 4-carboxaldehyde to afford. Selected example compds. had Ki 
within 0,2 and 600 nM for the H3 receptor. : I, alone and in 
combination with a HI receptor antagonist, are used for the treatment of 
various diseases or conditions, such as, allergy, allergy-induced airway 
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responses and congestion (e.g., nasal congestion). 
IT 460093-95-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
{Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) {H3 receptor antagonist; prepn. and use of substituted 
piperazine/piperidine derivs. as H receptor antagonists) 
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CN l-Piperazineacetamide, N- (2, 3-dihydro-lH-inden-2~yl) -2-oxo-4- [ [1- (4- 
pyridinylmethyl) -4-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 
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AB Title compds. such as I and II were prepd. Thus, I was prepd. in two 

steps from 3, 4-dihydro-7-methoxy-2 (IH) -naphthalenone and PrNH2. 

Muscarinic inhibitory activities (expressed as pKi values) of I were 

8.20 (m2), 7.56 (m3) , 6.30 (ni5>. 
IT 375370-61-9P 375370-65-3P 375370-66-4P 

375370-72-2P 375370-74-4P 375370-75-5P 



375370-76-6P 375370-79-9P 375370-84-6P 
375370-85-7P 375370-86-8P 375370-87-9P 
37S370-88-0P 375370-89-lP 375370-90-4P 
375370-91-5P 375370-92-6P 375370-93-7P 
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RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(l-aminoalkyl-lactams and their use as muscarinic receptor 
antagonists) 
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CN Piperazinone, 1- [4- [propyl (1,2,3, 4-tetrahydro-7-methoxy-2- 
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CN Piperazinone, 1- [ 4- [propyl [1,2,3, 4-tetrahydro-7- ( 1-methylethoxy) -2- 
naphthalenyl] amino] butyl]- (9CI) (CA INDEX NAME) 
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naphthalenyDpropylamino] butyl]- (9CI) (CA INDEX NAME) 



RN 375370-72-2 CAPLUS 

CN Piperazinone, l-[4-[ ^7-ethoxy-l,2,3,4-tetrahydro-2- 
naphthalenyl)propylamino]butyl] - (9CI) (CA INDEX NAME) 



n-Pr -<^.=^NH 
--^j^^jj-^^^^^Nj k- { CH2 ) 4 — N 



RN 375370-74-4 CAPLUS 

CN Piperazinone, 1- [4- [propyl [1,2,3, 4-tetrahydro- 6- (1-methylethoxy) -2- 
naphthalenyl] amino] butyl ] - ( 9CI ) ( CA INDEX NAME) 



n-Pr "^5:j^^NH 



RN 375370-75-5 CAPLUS 

CN Piperazinone, l-[4-[ (6-ethoxy-l,2,3,4-tetrahydro-2- 
naphthalenyl)propylamino]butyl] - (9CI) (CA INDEX NAME) 



n-Pr °-%%>^Nl 



PN 375370-76-6 CAPLUS 

CN Piperazinone, 1- [5- [propyl (1, 2 , 3, 4-tetrahydro-6, 7-dimethoxy-2- 
naphthalenyl) amino] pentyl]- (9CI) (CA INDEX NAME) 



n-Pr ^■=i:Y-^NH 
^^^^^^j^^^^jl^^ N-(CH2)5 J 



RN 375370-79-9 CAPLUS 

CN Piperazinone, l-[4-[propyl (1,2, 3,4-tetrahydro-6,7-dimethoxy-2- 
naphthalenyl) amino}butyl] - (9CI) (OA INDEX NAME) 

n-Pr 

MeO^ 



n-Pr ^'^:aj^\NH 
'^^-jl^^Jj^^^^^l il- ( CH2 ) 4 N,^^ 



MeO- 

RN 375370-84-6 CAPLUS 

CN Piperazinone, 4- (4-fluorobenzoyl) -1- [4- [propyl (1,2, 3,4- tetrahydro- 7- 
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NiVME) 
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AB The title compds. I [Y = S02, (CH2)p,CO{CH2)p, etc.; p = 1-3; R = 

(un) substituted Ph, etc.; Rl = H, cyano, Ph, C0NHR2, CONR2R2, etc.; R2 = 
H, C3-8 cycloalkyl or Cl-5 alkyl; R14, R15 = CI- 5 alkyl or alkoxy, halo; 
R16 = H or oxo] were prepd, I are useful as oxytocin and vasopressin 
receptor antagonists. Thus, spiro [IH] indene-1, 4 '-piperidine .HCl was 
treated with 2, 4-dimethoxy-phenylacetic acid in the presence of EDC, HBT 
and Et3N to give l'-(2,4-dimethoxyphenylacetyl)-spiro[lH]indene-l,4'- 
piperidine, which showed IC50 of 400 nM for E3H] oxytocin. 
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DER: or pharmaceutically acceptable salts 

MPL: disclosure 

NTE: substitution is restricted 

NTE: additional substitution also disclosed 
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AB The title compds. (I; Markush definitions are provided within the 

document) , useful for the treatment of arterial hypertension, congestive 
heart failure, renal failure, hypertension, and cerebrovascular 
insufficiencies, are prepd. Thus, (S) -N-propyl-N- [6- [ (1, 4-benzodioxan- 

2- 

yl)methylamino3hexyl] -5, 6~dihydroxy-l, 2, 3, 4-tetrahydro-2-naphthylamine 
dihydro chloride was prepd. and demonstrated a Ki of 0.66 nM against 
[3H3-don^>eridone on rat striated membrane-derived D2 receptors. 
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AB Spiroindenepiperidine derivs. I [Rl = H, Cl-5 alkyl, CN, C02H, Ph, etc.; 
R2 = H, PhCH2, C3-8 cycloalkyl, Cl-5 alkyl; Y = C02, C(0)NR2, C(:NR2), 
S02, C(0) (CH2)n, (CH2)p, (CH2)pC(0); R= (tetrahydro) naphthyl, 
(substituted) cyclohexyl, (substituted) Ph, heterocyclyl; bond in 
cyclopentane ring is single or double; n = 0-3; p = 1-3 J and 
phenylpiperazine derivs. II (Y, R, Rl as above; R14, R15 = H, Cl-5 
alkyl, Cl-5 alkoxy, halo, N02, CN; R16 H, :0) and their 
pharmaceutically acceptable salts and esters are useful as oxytocin and 
vasopressin receptor antagonists for treatment of preterm labor and 

dysmenorrhea and 

for stopping labor prior to cesarean delivery.' Thus, 1- [2-methoxy-4- [1- 

[2- 

(N-cyclopropylamino) ethylsulf onyl] -4~piperidyloxy]phenylacetyl] -4- (2- 
methylphenyl)piperazine-2-carboxainide (III) was prepd. in 11 steps' from 
4-hydroxypiperidine, Me 2, 4~dihydroxybenzoate, 2-benzylaminoethanol, 
o-toluidine, 2,3-dibromopropionamide, and cyclopropylamine . Ill 
cosseted 



with 1 nM oxytocin-3H for binding to rat uterine tissue with an IC50 of 

20 

nM. 
MSTR 1 



^14_§l §6 JIO 

G4 = 33-3 30-26 32-1 



^2 



G5 = C(0) 

G6 = 68-2 69-4 

G7 « 70 

GIO = 86 



DER: 
MPL: 
NTE: 



and pharmaceutically acceptable salts and esters 
claim 1 

substitution is restricted 
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CH2C0- 



_OCH2C02Me 



AB 



Title compds. [I; (Ml ) nQ (M2 ) 1-nLA wherein ^ 0, 1; Ml = amino; Q = 
N-heterocyclyl; M2 = imino; L = tea^late; A = an acidic group, or ester, 
amide deriv. , sulfonamide] and phaannaceutically acceptable salts and 
pro-drugs thereof are prepd. Me 4- (bromoacetyl)phenoxyacetate in MeCN 

added to 1- {4-pYridyl)piperazine in MeCN to give the title compd II. 
Platelet aggregation inhibition was demonstrated by I. Pharmaceutical 
formulations comprising I are given. 



G4 == 24-2 27-7 



G14 = 346-1 347-47 
G15 = 118-46 122-3 



DER: or pharmaceutically acceptable salts or prodrugs 

MPL: claim 1 

NTE: additional ring formation is allowed 

NTE: substitution is restricted 



MSTR IB 

^6 §7 

G4 = 24-2 27-7 

G14 = 346-1 347-47 



G34 



= 118-46 122-48 



DER: or pharmaceutically acceptable salts or prodrugs 

MPL: claim 1 

NTE: additional ring formation is allowed 

NTE: substitution is restricted 
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